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HIV = human immunodeficiency virus; MAPK = mitogen-activated protein kinase; MDR = multidrug resistance; MKP = MAPK phosphatase; NF-κB
= nuclear factor-κB; SUMO = small ubiquitin-like modifier 1; Top-1 = topoisomerase 1.
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Introduction
Function of the ubiquitin-proteasome pathway is essential
for many fundamental cellular processes, including the
regulation of receptor signaling pathways and the timely
degradation of cyclins, cyclin-dependent kinases, and
cyclin-dependent kinase inhibitors during mitosis. In addi-
tion, ubiquitin-proteasome activity is necessary for antigen
processing, angiogenesis, and apoptosis and for process-
ing and degradation of misfolded and short-lived regula-
tory proteins such as transcription factors. This pathway
consists of the ubiquitin-conjugating machinery (including
an E1 ubiquitin-activating enzyme) and many E2 and E3
ubiquitin-conjugating and ubiquitin-ligase proteins (Fig. 1).
The latter are responsible for transferring the activated
ubiquitin moieties from E1 to specific sets of proteins,
which are thereby targeted for degradation. It is the 26S
proteasome, which contains the proteins responsible for
proteolysis in a 20S core, that is responsible for degrada-
tion of these ubiquitinated products. Recent studies have
also identified an increasing number of proteins that are
subject to degradation through the 20S proteasome
without prior ubiquitination.
The possibility of targeting the ubiquitin-proteasome
pathway therapeutically was met in the past with skepti-
cism, because of concerns that this approach would be
inimical to life itself because of the important role played
by the proteasome in normal cellular homeostasis. With
the first demonstration that proteasome inhibitors were
well tolerated and had activity in models of human malig-
nancies in vivo [1], however, and the use in Phase I safety
trials of inhibitors (such as PS-341 [2]) that showed
acceptable toxicity with significant clinical benefit [3], tar-
geting the ubiquitin-proteasome pathway for cancer
The ubiquitin-proteasome pathway is responsible for most eukaryotic intracellular protein degradation.
This pathway has been validated as a target for antineoplastic therapy using both in vitro and
preclinical models of human malignancies, and is influenced as part of the mechanism of action of
certain chemotherapeutic agents. Drugs whose primary action involves modulation of ubiquitin-
proteasome activity, most notably the proteasome inhibitor PS-341, are currently being evaluated in
clinical trials, and have already been found to have significant antitumor efficacy. On the basis of the
known mechanisms by which these agents work, and the available clinical data, they would seem to be
well suited for the treatment of breast neoplasms. Such drugs, alone and especially in combination
with current chemotherapeutics, may well represent important advances in the therapy of patients with
breast cancer.
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therapy has become an area of intense investigation. This
pathway may already play a major role in the therapy of
patients with breast cancer who receive anthracyclines.
For example, doxorubicin (Adriamycin) binds to subunits of
the 20S proteasome, which then translocates to the
nucleus [4], thereby acting as a carrier for this drug to
exert many of its cytotoxic effects. Several other agents,
however, influence either ubiquitination or proteasome-
mediated degradation (Table 1), and can be divided into
those that act indirectly, at steps prior to this pathway, or
directly on some pathway component. This article will
review the current status of these drugs, with a focus on
their potential application to clinical care of breast cancer.
Drugs with indirect effects
Increasing ubiquitin-proteasome function
Several drugs that stimulate ubiquitin-proteasome
pathway mediated degradation of a target protein in
another disease have been evaluated in breast cancer. All-
trans retinoic acid, an important step forward in the
therapy of acute promyelocytic leukemia, may in part work
by redistributing the promyelocytic leukemia-retinoic acid
receptor oncoprotein, accelerating its proteasome-medi-
ated degradation [5]. All-trans  retinoic acid has been
studied in patients with metastatic breast cancer and
found not to have significant activity, but in combination
with tamoxifen some responses were noted [6]. Whether
Figure 1
Protein degradation through the ubiquitin (Ub)-proteasome pathway. Most proteins that are destined for degradation through the Ub-proteasome
pathway are first subjected to polyubiquitination. This is accomplished in several stages. (a) The E1 Ub-activating enzyme, in an ATP-dependent
reaction, forms an activated complex with Ub and transfers it to the E2 Ub-conjugating protein. (b) The E2 Ub-conjugating protein then transfers
Ub to an E3 Ub-ligase protein, which has formed a complex with the target protein. In some cases an E3 Ub-ligase may not be necessary. (c) After
several cycles of ubiquitination, the polyubiquitinated target protein is recognized by the proteasomal cap proteins (shaded gray and labeled 19 S
cap) through its ubiquitin moieties, which are cleaved off by isopeptidases and recycled. (d) In an ATP-dependent fashion the protein is then
unwound and fed into the 20S core through an interior channel, where it is exposed to the active proteolytic enzymes (shaded black). (e)
Oligopeptide digestion products (OP) are then released and degraded further to amino acids by oligopeptidases. Some proteins may be subject to
proteasomal degradation without the need for prior ubiquitination. Please note that this schematic diagram does not represent the various
components to scale. Interested readers are referred to several excellent recent reviews with more detailed descriptions of this pathway [43,44].
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these effects in breast cancer are mediated through an
impact on the proteasome, however, is not known.
More clearly proteasome-related is the anticancer effect of
the camptothecins, which block the religation step of the
topoisomerase-1 (Top-1) reaction, and stimulate ubiquiti-
nation and subsequent proteasomal Top-1 degradation
[7]. Several camptothecin derivatives have been studied in
Phase I trials, and occasional responses in breast cancer
patients have been noted. Although Phase II results have
been generally disappointing, a recent study of irinotecan
in patients with refractory metastatic breast cancer
showed a 29% response rate, and tolerable toxicity [8].
Several interesting compounds under development are
based on geldanamycin, which inhibits the ATPase activity
of the heat shock chaperone protein HSP90. This leads to
the degradation of client proteins via the ubiquitin-protea-
some pathway, and since these include the c-erbB-2
(HER-2/neu) receptor protein-tyrosine kinase [9], their
potential application to breast cancer therapy is clear.
Analogues such as 17-allylamino-17-demethoxygeldana-
mycin are now in Phase I clinical trials.
Another agent in this category is the pure estrogen antag-
onist fulvestrant (Faslodex®), which has been approved for
use by postmenopausal patients with estrogen-receptor-
positive breast cancer who have progressed following
other anti-estrogen therapy (reviewed in [10]). This drug
appears to work in part by enhancing proteasome-depen-
dent degradation of estrogen receptor α [11]. Since some
estrogen agonists appear to have a similar activity with
respect to estrogen receptor α [11], it would be interest-
ing to determine if part of the well-known activity of tamox-
ifen and other hormonal agents is also due to a similar
impact on the proteasome.
Inhibition of ubiquitin-proteasome function
Arsenic trioxide is an example of a drug that acts indirectly
on the ubiquitin-proteasome pathway. It modifies a critical
cysteine residue in the activation loop of the IκB kinase,
preventing IκB phosphorylation. Subsequent IκB degrada-
tion is prevented, because degradation through the
ubiquitin-proteasome pathway normally follows
phosphorylation. Arsenic, therefore, indirectly inhibits
NF-κB activation [12]. As detailed below, activation of
NF-κB by chemotherapeutic agents and radiation is anti-
apoptotic. In addition, arsenic has been reported to specif-
ically inhibit expression and signaling through the estrogen
receptor pathway [13]. Arsenic trioxide, therefore, may
warrant further study in breast cancer either alone, or in
combination with other agents, and a variety of Phase I
and Phase II trials are underway.
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Table 1
Drugs that influence ubiquitin-proteasome activity
Drug class Action and mechanism
Chemotherapeutic agents
Aclarubicin Inhibits the chymotrypsin-like proteolytic activity of the proteasome
All-trans retinoic acid May accelerate PML fusion protein degradation through the proteasome
Arsenic trioxide Inhibits ubiquitination and degradation of IκB through effects on the IκB kinase
Camptothecin Stimulate ubiquitination and degradation of topoisomerase 1
Geldanamycin Inhibits HSP90 ATPase, stimulating proteasomal degradation of client proteins
PS-341/LDP-341/MLN-341 Inhibits the chymotrypsin-like activity of the proteasome
Vinblastine, Vincristine Inhibit the chymotrypsin-like, trypsin-like- and peptidyl-glutamyl peptide hydrolyzing proteasome activities
Immunosuppressive agents
Cyclosporine A Uncompetitive inhibitor of the proteasomal chymotrypsin-like activity
Rapamycin Inhibits proteasome function by inhibiting the proteasome activator PA28
Miscellaneous agents
Fulvestrant Stimulates proteasome-dependent proteolysis of ERα
Tannic acid Inhibits the chymotrypsin-like activity of the proteasome
Lovastatin Mechanism unknown, but appears structurally similar to the proteasome inhibitor lactacystin
Anti-retroviral drugs Inhibit the chymotrypsin-like and trypsin-like proteasome activities
ER, estrogen receptor; HSP, heat shock protein; PML, promyelocytic leukemia.4
Drugs with direct ubiquitin-proteasome
effects
Drugs with targets other than the proteasome
All of the agents that have been noted to have a direct
impact on ubiquitin- and proteasome-mediated proteolysis
have been proteasome inhibitors. Since some of these
were originally directed against other targets, they will be
discussed separately from those which were designed to
specifically inhibit the proteasome. In the former category
are dietary compounds such as tannic acid [14], antiretro-
viral agents including the HIV protease inhibitors [15,16],
and lipid-lowering agents, such as lovastatin [17], that
inhibit the proteasome, although possible applications to
breast cancer have not been investigated.
The immunosuppressive agent cyclosporine A is an
uncompetitive proteasome inhibitor [18], but in the breast
cancer setting it has been used predominantly to block
cytochrome-P450-mediated drug resistance, or to induce
graft-versus-host disease when patients have undergone
high dose chemotherapy, followed by autologous bone
marrow or peripheral blood stem cell rescue. Perhaps
more interesting is another immunosuppressive,
rapamycin, which inhibits expression of the proteasome
activator PA28, and thereby inhibits proteasome function
[19]. Since rapamycin blocks the estrogen-driven transi-
tion of breast cancer cells from the G1 to S phases of the
cell cycle [20], further studies in breast cancer may be
warranted.
Chemotherapeutic agents have been identified which
inhibit the proteasome, including aclarubicin (aclacino-
mycin A) [21], and vinblastine and vincristine [22], though
it is unclear if, in the case of aclarubicin, this occurs at
clinically relevant drug concentrations. Aclarubicin, an
anthracycline derivative, has been evaluated in several
Phase I and Phase II trials with generally disappointing
results, though none were targeted towards breast cancer
patients. The vinca alkaloid vinorelbine (Navelbine®),
however, has well-documented activity in breast cancer
[23], and it would be interesting to determine if this activity
is a result of proteasome inhibition.
Proteasome-targeted drugs
Inhibitors of the proteasome were first synthesized two
decades ago, and were initially used as laboratory tools to
probe the proteolytic activities of this complex (reviewed in
[24]) and its role in cellular processes. Subsequent inves-
tigations indicating these inhibitors were able to activate
programmed cell death in a variety of human tumor-
derived cell lines (reviewed in [25]) raised interest in such
agents as possible cancer chemotherapeutics. Several
lines of evidence suggest that proteasome inhibitors
would be active agents in patients with breast cancer.
From a mechanistic perspective, the transcription factor
NF-κB, an important regulator of apoptosis, can be consti-
tutively activated in several cancers, including some breast
cancers (reviewed in [26]). As mentioned above, protea-
some inhibitors work in part by blocking degradation of
the inhibitory protein IκB, thereby decreasing NF-κB
nuclear translocation [25]. Therefore, malignancies with
high levels of activated NF-κB, such as breast cancer,
should be especially sensitive to interruption of this
pathway, which would induce tumor cell death.
A second, recently elucidated, mechanism by which pro-
teasome inhibitors effect apoptosis is by decreased sig-
naling through the p44/42 mitogen-activated protein
kinase (MAPK) pathway [27]. High levels of expression of
c-erbB-2 (HER-2/neu), and the homologous c-erbB-1, is a
poor prognostic sign, and signaling from these receptors
occurs in part through p44/42 MAPK. Furthermore, ele-
vated p44/42 MAPK activity alone has been suggested to
have prognostic significance for disease-free survival
(reviewed in [28]), and therefore interruption of such sig-
naling, such as by proteasome inhibition, would seem to
hold promise for breast cancer therapy.
Proteasome inhibitors may also be effective in breast
cancer treatment by helping to overcome some of the
major pathways by which cancer cells resist the action of
chemotherapy. Two of these have already been referred to
above, in that both signaling through NF-κB and p44/42
MAPK can be anti-apoptotic. Chemotherapeutic agents
such as taxanes and anthracyclines have been shown to
activate one or both of these pathways, potentially limiting
their own ability to induce tumor cell death. Since protea-
some inhibitors block these pathways, they may be able to
not only activate apoptosis, but also enhance the antitu-
mor activity of drugs such as paclitaxel and doxorubicin.
Another important mechanism of resistance to chemo-
therapy is the expression by cancer cells of the P-glyco-
protein, a membrane pump that promotes the efflux of
xenobiotics such as chemotherapy drugs, decreasing their
intracellular concentration and effectiveness. Proteasome
function is necessary for normal maturation of P-glyco-
protein. Proteasome inhibition could decrease the accu-
mulation of P-glycoprotein in the membranes of cancer
cells, thereby preventing it from ridding these cells of
chemotherapy drugs, resulting in increased tumor killing.
Preclinical studies
Because of the promising rationale described above, a
variety of proteasome inhibitors, most commonly based on
short peptides, have been synthesized and evaluated
using in vitro and in vivo model systems. The best studied
of these in models of breast cancer, and in clinical trials as
described below, has been Millennium Pharmaceuticals’
bortezomib (Velcade™; previously known as PS-341, LDP-
341, and MLN-341). This drug decreased the survival of
both cultured MCF-7 cells derived from human breast
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cancer and of EMT-6/Parent mouse mammary carcinoma
xenograft tumors in a dose-dependent fashion. PS-341
also increased the ability of radiation or cyclophos-
phamide to kill tumor cells in this model system [29].
In our laboratory we have been interested in combinations
of PS-341 with anthracyclines, given the prominent role of
the latter group of agents in breast cancer therapy. We
have especially focused on liposomal doxorubicin, or
Doxil®, because of this drug’s activity in refractory breast
cancer, its ease of administration (with dosing once every
three to four weeks), and its favorable toxicity profile.
Using a BT-474-based xenograft model of human breast
cancer, we have found that the combination of PS-341
and Doxil® results in enhanced antitumor efficacy, and
increased apoptosis when compared with that obtained
using either agent alone (Fig. 2).
Clinical trials
More than 400 patients in the United States have been
treated in Phase I and Phase II clinical trials of PS-341,
which is given by intravenous push once or twice weekly.
In the twice weekly for two weeks out of three schedule
which has been used most often, the maximum tolerated
dose in patients with solid tumors has been defined to be
1.3 mg/m2 [30]. Because of significant activity against
multiple myeloma seen in Phase I trials [3], Phase II [31]
and Phase III studies of PS-341 are being pursued or
planned for use against multiple myeloma. Preclinical data
in chronic lymphocytic leukemia have also been encourag-
ing, and Phase II trials of PS-341 are being pursued to
treat this disease as well.
In Phase I studies of PS-341 as a single agent in patients
with solid tumors, rare responses have been seen in
cancers of the prostate, kidney, head and neck, and lung.
Given its potential to enhance chemosensitivity, however,
PS-341 is being combined with conventional agents in
several ongoing Phase I studies. Some of these combina-
tion regimens hold promise for breast cancer treatment.
For example, given the preclinical data supporting a
Doxil®/PS-341 combination discussed above, a Phase I
clinical trial of this combination is being conducted at the
University of North Carolina at Chapel Hill. Similarly, a
Phase I study of the combination of doxorubicin and PS-
341 is ongoing at the University of Wisconsin [32]. The
combination of paclitaxel and PS-341 is being studied at
the Ohio State University (C Shapiro, personal communi-
cation). There are also currently ongoing Phase I trials of
PS-341 in combination with 5-fluorouracil [33], irinotecan
[34], and gemcitabine [35]. Preliminary data from these
trial centers suggest that their respective combinations
have been tolerated well so far. While all of these are
Phase I studies that will enroll a variety of solid-tumor
patients, at least some of the sites plan to focus on breast
cancer patients, particularly once the maximum tolerated
dose has been identified. This should enable preliminary
evidence of antitumor activity to be obtained in this patient
population in preparation for Phase II efficacy studies.
Future directions
Currently available drugs that most specifically target the
ubiquitin-proteasome pathway, such as PS-341, focus
predominantly on the proteasome itself. Research into the
machinery responsible for ubiquitination has lagged some-
what in the past, but interest in this area has recently
grown greatly. Inhibition of the E1 ubiquitin-activating
enzyme would have effects on normal and neoplastic cells
that would, in some ways, be even more broad-ranging
than proteasome inhibitors. Drugs that would inhibit or
stimulate specific E3 ubiquitin ligases, however, could
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Figure 2
The combination of PS-341 and Doxil® induces enhanced apoptosis in
vivo. The impact of vehicle, PS-341 alone, Doxil® alone, or the
combination, was studied in a murine xenograft model of human breast
cancer established using BT-474 breast carcinoma cells. Apoptosis
was evaluated in tumor sections 24 hours after the indicated
treatments by detection of single stranded DNA fragmentation using
the murine monoclonal antibody Mab 3299 [45] (Chemicon
International, Temecula, CA, USA). Single stranded DNA associated
with programmed cell death (red) is shown, along with total nuclear
DNA (blue), the latter detected using 4,6-diamidino-2-phenylindole
(Vector Laboratories, Burlingame, CA, USA). Slides were visualized
using an ultraviolet Zeiss Axioplan fluorescence microscope (Carl
Zeiss Optical, Inc., Chester, VA, USA). Separate photographs were
taken with appropriate filters for blue nuclear staining and red single-
stranded-DNA staining, overlayed using Adobe Photoshop software,
and displayed as a fusion image at 10× magnification.6
have an impact upon a much more restricted set of pro-
teins, and could be more specifically targeted and better
tolerated clinically. One interesting potential target would
be MDM2, which is overexpressed in some human breast
tumors [36]. MDM2 is an E3 protein responsible for p53
degradation. Inhibition of MDM2 should result in increased
levels of p53, prompting cell-cycle arrest, apoptosis, and
possibly enhanced chemosensitivity in breast tumors with
wild-type p53. Inhibitors such as these are currently being
actively sought, and hopefully will soon be available for
preclinical and clinical trials.
A second interesting target in this same light would be the
F-box protein FWD-1, which mediates ubiquitination of the
IκB α, β, and ε proteins [37]. Inhibitors of this component
of the SCF(FWD1) complex would provide a more spe-
cific means of inhibiting NF-κB, and might sensitize cells
to chemotherapy, as described earlier.
Finally, p27Kip1 could also be targeted. This cyclin-depen-
dent kinase inhibitor is present at low levels in aggressive
carcinomas. Its expression level, therefore, may have prog-
nostic significance in breast cancer (reviewed in [38]).
Since this protein is ubiquitinated by SCF(Skp2) in at
least some phases of the cell cycle [39,40], inhibition of
this complex could result in accumulation of p27 and con-
sequent cell-cycle arrest and apoptosis.
Ubiquitination could also be influenced by impacting upon
related pathways, such as protein modification by the
small ubiquitin-like modifier-1 (SUMO-1). SUMOlation of
ΙκΒα prevents its subsequent ubiquitination, thereby sta-
bilizing its association with NF-κB [41]. Thus, stimulation
of SUMOlation of IκBα could provide another mechanism
of inhibiting nuclear NF-κB translocation and enhancing
chemosensitivity. Interestingly, inhibition of SUMOlation
may have some benefits as well, especially in combination
with Top-1 inhibitors. Treatment of cells with camptothecin
results in conjugation of Top-1 with SUMO-1, which is a
possible repair response to topoisomerase-mediated DNA
damage [42]. Thus, inhibitors of this repair mechanism
may enhance sensitivity to agents such as irinotecan.
Conclusions
The ubiquitin-proteasome pathway is just beginning to be
exploited as a target for cancer therapy. Nonetheless,
given the available molecular biological, preclinical, and
clinical data, there is very good reason to be optimistic
that current drugs and future candidates will contribute
significantly to the care of patients with breast cancer.
Agents such as the proteasome inhibitor PS-341 are
already undergoing clinical trials, and data concerning the
Phase I safety and Phase II efficacy of combinations with
other antineoplastic agents will be forthcoming over the
next several years. This period should prove to be an excit-
ing era for this field of research.
Acknowledgements
The authors would like to acknowledge support from the Department of
Defense Breast Cancer Research Program, BC991049, the Leukemia
and Lymphoma Society, R6206-02 (to RZO), from the National Cancer
Institute SPORE in Breast Cancer (to RZO and ECD), and from the
Doris Duke Charitable Foundation (to ECD).
References
1. Orlowski RZ, Eswara JR, Lafond-Walker A, Grever MR, Orlowski
M, Dang CV: Tumor growth inhibition induced in a murine
model of human Burkitt’s lymphoma by a proteasome
inhibitor. Cancer Res 1998, 58:4342-4348.
2. Adams J, Palombella VJ, Sausville EA, Johnson J, Destree A,
Lazarus DD, Maas J, Pien CS, Prakash S, Elliott PJ: Proteasome
inhibitors: a novel class of potent and effective antitumor
agents. Cancer Res 1999, 59:2615-2622.
3. Orlowski RZ, Stinchcombe TE, Mitchell BS, Shea TC, Baldwin
AS, Stahl S, Adams J, Esseltine DL, Elliott PJ, Pien CS, Guerciolini
R, Anderson JK, Depcik-Smith ND, Bhagat R, Lehman MJ, Novick
SC, O'Connor OA, Soignet SL: Phase I trial of the proteasome
inhibitor PS-341 in patients with refractory hematologic
malignancies. J Clin Oncol 2002, 20:in press.
4. Kiyomiya K, Matsuo S, Kurebe M: Mechanism of specific
nuclear transport of adriamycin: the mode of nuclear translo-
cation of adriamycin-proteasome complex. Cancer Res 2001,
61:2467-2471.
5. Yoshida H, Kitamura K, Tanaka K, Omura S, Miyazaki T, Hachiya T,
Ohno R, Naoe T: Accelerated degradation of PML-retinoic acid
receptor α α (PML-RARA) oncoprotein by all-trans-retinoic acid
in acute promyelocytic leukemia: possible role of the protea-
some pathway. Cancer Res 1996, 56:2945-2948.
6. Budd GT, Adamson PC, Gupta M, Homayoun P, Sandstrom SK,
Murphy RF, McLain D, Tuason L, Peereboom D, Bukowski RM,
Ganapathi R: Phase I/II trial of all-trans retinoic acid and
tamoxifen in patients with advanced breast cancer. Clin
Cancer Res 1998, 4:635-642.
7. Desai SD, Liu LF, Vazquez-Abad D, D’Arpa P: Ubiquitin-depen-
dent destruction of topoisomerase I is stimulated by the anti-
tumor drug camptothecin. J Biol Chem 1997,  272:
24159-24164.
8. Perez EA, Hillman DW, Mailliard JA, Ingle JN, Ryan JM, Fitch TR,
Rowland KM Jr, Kardinal CG, Krook JE, Kugler JW, Dakhil SR:
Randomized phase II study of 2 schedules of irinotecan for
patients with refractory metastatic breast cancer: an NCCTG
Cooperative Group study [abstract]. Proc Am Soc Clin Oncol
2002, 21:52a.
9. Mimnaugh EG, Chavany C, Neckers L: Polyubiquitination and
proteasomal degradation of the p185c-erbB-2 receptor protein-
tyrosine kinase induced by geldanamycin. J Biol Chem 1996,
271:22796-22801.
10. Robertson JF: ICI 182,780 (Fulvestrant)—the first oestrogen
receptor down-regulator—current clinical data. Br J Cancer
2001, 85 (Suppl 2):11-14.
11. Preisler-Mashek MT, Solodin N, Stark BL, Tyriver MK, Alarid ET:
Ligand-specific regulation of proteasome-mediated proteoly-
sis of estrogen receptor-α α. Am J Physiol Endocrinol Metab
2002, 282:E891-E898.
12. Kapahi P, Takahashi T, Natoli G, Adams SR, Chen Y, Tsien RY,
Karin M: Inhibition of NF-κ κB activation by arsenite through
reaction with a critical cysteine in the activation loop of Iκ κB
kinase. J Biol Chem 2000, 275:36062-36066.
13. Chen GC, Guan LS, Hu WL, Wang ZY: Functional repression
of estrogen receptor α α by arsenic trioxide in human breast
cancer cells. Anticancer Res 2002, 22:633-638.
Breast Cancer Research    Vol 5 No 1 Orlowski and Dees
This article is the first in a review series on 
The role of the ubiquitination-proteasome pathway in
breast cancer, edited by Nancy Hynes.
Other articles in the series can be found at
http://breast-cancer-research.com/
articles/series.asp?rqs=hynes27
14. Nam S, Smith DM, Dou QP: Tannic acid potently inhibits tumor
cell proteasome activity, increases p27 and Bax expression,
and induces G1 arrest and apoptosis. Cancer Epidemiol Bio-
markers Prev 2001, 10:1083-1088.
15. Liang JS, Distler O, Cooper DA, Jamil H, Deckelbaum RJ, Gins-
berg HN, Sturley SL: HIV protease inhibitors protect
apolipoprotein B from degradation by the proteasome: a
potential mechanism for protease inhibitor-induced hyperlipi-
demia. Nat Med 2001, 7:1327-1331.
16. Piccinini M, Rinaudo MT, Chiapello N, Ricotti E, Baldovino S,
Mostert M, Tovo PA: The human 26S proteasome is a target of
antiretroviral agents. AIDS 2002, 16:693-700.
17. Rao S, Porter DC, Chen X, Herliczek T, Lowe M, Keyomarsi K:
Lovastatin-mediated G1 arrest is through inhibition of the pro-
teasome, independent of hydroxymethyl glutaryl-CoA reduc-
tase. Proc Natl Acad Sci USA 1999, 96:7797-7802.
18. Meyer S, Kohler NG, Joly A: Cyclosporine A is an uncompetitive
inhibitor of proteasome activity and prevents NF-κ κB activa-
tion. FEBS Lett 1997, 413:354-358.
19. Wang X, Omura S, Szweda LI, Yang Y, Berard J, Seminaro J, Wu
J:  Rapamycin inhibits proteasome activator expression and
proteasome activity. Eur J Immunol 1997, 27:2781-2786.
20. Pang H, Faber LE: Estrogen and rapamycin effects on cell
cycle progression in T47D breast cancer cells. Breast Cancer
Res Treat 2001, 70:21-26.
21. Figueiredo-Pereira ME, Chen WE, Li J, Johdo O: The antitumor
drug aclacinomycin A, which inhibits the degradation of ubiq-
uitinated proteins, shows selectivity for the chymotrypsin-like
activity of the bovine pituitary 20 S proteasome. J Biol Chem
1996, 271:16455-16459.
22. Piccinini M, Tazartes O, Mezzatesta C, Ricotti E, Bedino S,
Grosso F, Dianzani U, Tovo PA, Mostert M, Musso A, Rinaudo MT:
Proteasomes are a target of the anti-tumour drug vinblastine.
Biochem J 2001, 356:835-841.
23. Romero A, Rabinovich MG, Vallejo CT, Perez JE, Rodriguez R,
Cuevas MA, Machiavelli M, Lacava JA, Langhi M, Romero-Acuna
L: Vinorelbine as first-line chemotherapy for metastatic breast
carcinoma. J Clin Oncol 1994, 12:336-341.
24. Orlowski M, Wilk S: Catalytic activities of the 20 S proteasome,
a multicatalytic proteinase complex. Arch Biochem Biophys
2000, 383:1-16.
25. Orlowski RZ: The role of the ubiquitin-proteasome pathway in
apoptosis. Cell Death Differ 1999, 6:303-313.
26. Orlowski RZ, Baldwin AS: NF-κ κB as a therapeutic target in
cancer. Trends Mol Med 2002, 8:385-389.
27. Orlowski RZ, Small GW, Shi YY: Evidence that inhibition of
p44/42 mitogen activated protein kinase signaling is a factor
in proteasome inhibitor-mediated apoptosis. J Biol Chem
2002, 277:27864-27871.
28. Dickson RB, Lippman ME: Growth factors in breast cancer.
Endocr Rev 1995, 16:559-589.
29. Teicher BA, Ara G, Herbst R, Palombella VJ, Adams J: The pro-
teasome inhibitor PS-341 in cancer therapy. Clin Cancer Res
1999, 5:2638-2645.
30. Aghajanian C, Soignet S, Dizon DS, Pezzulli S, Daud A, Spriggs
DR, Adams J, Elliott P, Pien C: A Phase I trial of the novel pro-
teasome inhibitor PS-341 in advanced solid tumor malignan-
cies [abstract]. Proc Am Soc Clin Oncol 2001, 20:85a.
31. Richardson PG, Barlogie B, Berenson J, Traynor A, Singhal S,
Jagannath S, Irwin D, Rajkumar V, Srkalovic G, Alsina M, Alexanian
R, Siegel D, Orlowski RZ, Kuter D, Limentani S, Esseltine D,
Kauffman M, Adams J, Schenkein D, Anderson KC: Phase II
study of the proteasome inhibitor PS-341 in multiple
myeloma patients with relapsed/refractory disease [abstract].
Proc Am Soc Clin Oncol 2002, 21:11a.
32. Thomas JP, Arzoomanian R, Alberti D, Geiger P, Marnocha R,
Tutsch K, Dresen, A, Volkman J, Binger K, Kolb M, Feierabend C,
Black S, Hampton K, Wilding G: A phase I and pharmacody-
namic study of the proteasome inhibitor PS-341 in combina-
tion with doxorubicin [abstract]. Proc Am Soc Clin Oncol
2002, 21:93a.
33. Iqbal S, Lenz HJ, Groshen S, Wei Y, Gandara DR, Lara PN Jr,
Gumerlock P, Doroshow JH, Twardowski P, Synold T: Phase I
study of PS-341 in combination with 5-FU/LV in solid tumors
[abstract]. Proc Am Soc Clin Oncol 2002, 21:93a.
34. Clark JW, Ryan D, Dees C, Eder JP, Winkelmann J, Lynch T,
Supko J, Appleman LJ, Fidias P, O’Neil B, Orlowski RZ, Baldwin
A, Kinchla N, Zhu A, Esseltine D, Elliott P, Adams J, Kauffman M,
Schenkein D, Cusack J: Phase I dose-escalation study of the
proteasome inhibitor, PS-341, plus irinotecan in patients with
advanced solid tumors [abstract]. Proc Am Soc Clin Oncol
2002, 21:93a.
35. Ryan DP, Eder JP, Winkelmann J, Lynch T, Supko J, Appleman LJ,
Fidias P, Enzinger P, Zhu A, Kinchla N, Esseltine D, Baldwin A,
Elliott P, Adams J, Kauffman M, Schenkein D, Cusack J: Pharma-
cokinetic and pharmacodynamic phase I study of PS-341 and
gemcitabine in patients with advanced solid tumors
[abstract]. Proc Am Soc Clin Oncol 2002, 21:95a.
36. Bueso-Ramos CE, Manshouri T, Haidar MA, Yang Y, McCown P,
Ordonez N, Glassman A, Sneige N, Albitar M: Abnormal expres-
sion of MDM-2 in breast carcinomas. Breast Cancer Res Treat
1996, 37:179-188.
37. Shirane M, Hatakeyama S, Hattori K, Nakayama K: Common
pathway for the ubiquitination of Iκ κBα α, Iκ κBβ β, and Iκ κBε ε medi-
ated by the F-box protein FWD1. J Biol Chem 1999,  274:
28169-28174.
38. Chiarle R, Pagano M, Inghirami G: The cyclin dependent kinase
inhibitor p27 and its prognostic role in breast cancer. Breast
Cancer Res 2001, 3:91-94.
39. Podust VN, Brownell JE, Gladysheva TB, Luo RS, Wang C,
Coggins MB, Pierce JW, Lightcap ES, Chau V: A Nedd8 conju-
gation pathway is essential for proteolytic targeting of p27Kip1
by ubiquitination. Proc Natl Acad Sci USA 2000,  97:4579-
4584.
40. Hara T, Kamura T, Nakayama K, Oshikawa K, Hatakeyama S:
Degradation of p27(Kip1) at the G0-G1 transition mediated by a
Skp2-independent ubiquitination pathway. J Biol Chem 2001,
276:48937-48943.
41. Desterro JM, Rodriguez MS, Hay RT: SUMO-1 modification of
Iκ κBα α inhibits NF-κ κB activation. Mol Cell 1998, 2:233-239.
42. Mao Y, Sun M, Desai SD, Liu LF: SUMO-1 conjugation to topoi-
somerase I: A possible repair response to topoisomerase-
mediated DNA damage. Proc Natl Acad Sci USA 2000,  97:
4046-4051.
43. Glickman MH, Ciechanover A: The ubiquitin-proteasome prote-
olytic pathway: destruction for the sake of construction.
Physiol Rev 2002, 82:373-428.
44. Jesenberger V, Jentsch S: Deadly encounter: ubiquitin meets
apoptosis. Nat Rev Mol Cell Biol 2002, 3:112-121.
45. Frankfurt OS, Krishan A: Identification of apoptotic cells by for-
mamide-induced DNA denaturation in condensed chromatin.
J Histochem Cytochem 2001, 49:369-378.
Correspondence
Dr Robert Z Orlowski, The University of North Carolina at Chapel Hill,
22-003 Lineberger Comprehensive Cancer Center, CB # 7295/
Mason Farm Road, Chapel Hill, NC 27599-7295, USA. Tel: +1 919
966 9762; fax: +1 919 966 8212; e-mail: R_Orlowski@med.unc.edu
Available online http://breast-cancer-research.com/content/5/1/001